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A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) OR THIRTY (30) DAYS, 
WHICHEVER IS LONGER, FROM THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1 .704(b). 

Status 

1 )IEI Responsive to communication(s) filed on 18 October 2010 . 
2a)M This action is FINAL. 2b)D This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 1 1 , 453 O.G. 213. 

Disposition of Claims 

4) ^3 Claim(s) 8,14,16 and 18 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) M Claim(s) 8,14,16 and 18 is/are rejected. 

7) D Claim(s) is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

10) D The drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 
Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121 (d). 

1 1) D The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 

Priority under 35 U.S.C. §119 

12) D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f). 
a)DAII b)D Some * c)D None of: 

1 .□ Certified copies of the priority documents have been received. 

20 Certified copies of the priority documents have been received in Application No. . 

3.D Copies of the certified copies of the priority documents have been received in this National Stage 
application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 
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DETAILED ACTION 

Receipt is acknowledged of a reply to the previous Office Action, filed October 
18, 2010. Claims 8, 14, 16 and 18 are pending and under consideration in the instant 
application. Any rejection of record in the previous Office Action, mailed July 23, 2010 
that is not addressed in this action has been withdrawn. 

Because this Office Action only maintains rejections set forth in the previous 
Office Action and/or sets forth new rejections that are necessitated by amendment, this 
Office Action is made FINAL. 

Claim Objections 

Claim 16 stands objected to under 37 CFR 1 .75(c), as being of improper 
dependent form for failing to further limit the subject matter of a previous claim. 
Applicant is required to cancel the claim(s), or amend the claim(s) to place the claim(s) 
in proper dependent form, or rewrite the claim(s) in independent form. 

Response to Arguments Concerning Claim Rejections - Claim Objection 

Applicant's arguments filed October 18, 2010 have been fully considered but they 
are not persuasive. 

The following grounds of traversal are presented: 

Applicants argue that claim 8 is directed to from whence the binding complex 
comes, while claim 16 recites that the cells can be cultured in vitro or in vivo. 
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Applicant's arguments have not been found persuasive for the following reasons. 
There is no language in claim 16 that indicates the cell is being cultured. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 1 02 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

Claims 8, 14, 16 and 18 stand rejected under 35 U.S.C. 103(a) as being 
unpatentable over Ye et al and in view of US 2008/0097081 . 

Response to Arguments Concerning Claim Rejections - 35 USC § 103 (a) 

Applicant's arguments filed October 18, 2010 have been fully considered but they 
are not persuasive. 

The following grounds of traversal are presented: 

The claimed invention includes a step of obtaining a binding complex outside the 
cell, and then delivering the complex into the cell. The references fail to disclose this 
step, as well as a DBD or DBS. Furthermore, Ye et al and US 2008/0097081 have 
wholly different goals. Ye et al teaches nothing more than delivery of exogenous 
proteins into cells, and does not teach the possibility that an extracellularly obtained 
binding complex might be introduced into the eukaryotic cell. US 2008/0097081 relates 
to using polypeptides to treat apopotosis, and while teaches formation of a fusion 
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protein, does not teach that the fusion protein could be used in the steps outlined in 
claim 8. 

Applicant's arguments have not been found persuasive for the following reasons. 

As noted by Applicant Ye et al teach a binding complex comprising a chimeric 
protein (protein fusion) comprising an HA epitope, a Gal4(DBD)-VP16 and a His tag. 
However, while they teach extracellular delivery of the fusion protein, they do not teach 
extracellular delivery of the whole binding complex. US 2008/0097801 remedies this 
deficiency by teaching a fusion protein with a PTD bound to nucleic acid molecules that 
are delivered from an extracellular environment into a cell. Therefore, they're teaching 
a complex comprised of both proteins and nucleic acids to be delivered into the cell, 
which is what the binding complex of claim 8 comprises. US 2008/0097801 teaches 
that "[s]everal examples of biologically active fusion proteins, comprising transduction 
domains, for direct delivery of proteins into human patients in the context of protein 
therapy are known in the art, including, but not limited to, the human immunodeficiency 
virus type 1 (HIV-1) TAT protein. These transducing proteins have been shown to be 
able to carry large biomolecules from the extracellular environment directly into the 
cytoplasm and nucleus of cells, both in vivo and in vitro. These cells can be mammalian 
cells (i.e. human cells). These fusion proteins have the ability to increase the delivery of 
plasmid DNA to the nuclei of cells in vivo and thereby increase gene expression and 
have been used to address a number of biological questions related to cell cycle 
progression and apoptosis." (paragraph 82). In other words, one would be motivated to 
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combine the references, because US 2008/0097801 teaches that fusion proteins with 
PTDs can be used to deliver nucleic acids (and proteins) into a cell for therapeutical 
purposes. Therefore, one would be motivated to modify Ye et al to deliver the entire 
binding complex into the cell together, instead of delivering part of the complex, one at a 
time. Since US 2008/0097081 also teaches that fusion proteins with PTDs are able to 
carry large biomolecules from an extracellular environment, and a plasmid is a large 
biomolecule, a fusion protein with a PTD transporting a plasmid from an extracellular 
environment into the cytoplasm or nucleus would yield a predictable result. 

Allowable Subject Matter 

No claims are allowed. 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1 .1 36(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 
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Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Michele K. Joike whose telephone number is (571)272- 
5915. The examiner can normally be reached on M-F, 10:00-6:30. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Joanne Hama can be reached on (571)272-291 1 . The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Michele K. Joike/ Michele K. Joike 

Primary Examiner, Art Unit 1636 Primary Examiner 

Art Unit 1636 



